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Abstract of JP 7002670 (A) 

PURPOSE: To obtain a composition for suppressing 
or preventing the skin irritation due to a 
percutaneous medicinal transport system or the skin 
irritation or sensitization due to a sensitizing 
ingredient, or affording anti-inflammatory effect. 
CONSTITUTION: This composition comprises a 
mast cell degranulator capable of inducing 
immunologically tolerant condition to a skin- 
sensitizing medicine or substance to be transported 
before or at the beginning of percutaneous 
medicinal transport. It is preferable that such a 
degranulator, pref. cis-urocanic acid or its analogue 
or metabolite is penetrable through the epidermis 
and percutaneously administrable. Administration of 
the mast cell degranulator before, during or after 
each percutaneous medicinal transport affords 
countersensitization of immune resistance. 
Alternatively, the countersensitization can be 
induced by use of the mast cell degranulator. 
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9:2 3 0. 1 9 87*); UX ■ J. A. ^co Viral 
Immunol. ,(1:1 9 1. 1 987/88); 
V.E. CjCO Photochem. Photobiol. ,(4 9:4 59 
—4 64. 1 9 89*)#BSJ 0 yX-UCAIi, » 

^S';l,-M. ^>C0 Pholodermatol . Photoimmunol . Pho 
tomed. ,(7:243 — 248. 1 9 9 0*)#g£l . i. 0 
SifiTIi:. ^U^Eb- I. ^>C0 J. Immunol. ,(14 
8:3 0 7 2 — 3 0 78. 1 9 9 2*) fc. — 5gV»7X^ 

uvBPf*(±. y h^ycoffi««5E7r^^-(TNF 

a) cr>m^zm^< z\ t mmztix . ± tzfrfr&m 

m^KHZ.iHi£^ TNFaC0^FJT^aj(4. M?^' 
/WNyXiM&SrjifffiU ^V^'^^fe^'TfflflaSvStt^ 
-tumcofflliiV yjW£3®£ti><n&Wi±'ti> i t tc 

[0024] i&£(c«6-r, vx mhubkhr^h. fct 

i.(i'yx- U C A**. ^Jfifcii^SM^L^^jt J: 

4 !S * Wiffl-r 4 i t fc i 0 . WWBffiEMfcXe ( P harma 
ceutical settingJtCij^T^fflLo hfrKofy, Z\cO 
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t LT&^ftT^&V*. 
[00 2 5] 

»s«ir. ^*hMifiKWSM*s 

A»&JMWBBWt, eti3BMft&l)fflN i>L<f4ffl#?H$. 

t & mmmo m t RB^prs-csw- l t - 

V\ 4£. *fPJ!<4. yX-UCA4t(ifOllfti) 
[00 26] *5WBfcJ:*Uf . ftJffcS-f-L 

[0027] ifc, *$ftnj§(£J:*ur, Sftaeiifflti&R?) 
wits =fc t//4 fclijft-^- tv^LiC, 4 fctt&Sflfctsfr 

mm^x hwmmffittco>j?%< 1 t> 1 & 
ass. &mmmmmmm. *fciiK2»a»£wc*o 

MB»l<9SJ«Sr< t fc 1 «f±. JbJBJ&fri: ^oU £££ 

[0028] JJE3rffi"C*ffl$:*?* bfflMIISMJtt? 
4L<I1 (a) ^x-^n^->BS4^«i:^^ffl^#;i, 

*tr, UTR«); (c) anMa^; (d) iWE/Pt 

4s (e) thyWf^y7r; (f) *;L-v"7A^>f 
t77r; (g) Na + /K + «T7-V^>'M;*X7'T^ 
— fe*(ATPase)«WMSU; (h) — *; (i) 4-T 
S/tyyy; (j) SbMgESflt; (k) ft^)4 8 
/80; (1) WAP; (m) lXb5y^; (n) W 
bX^fy; (o) ?n^yy; (p)7n^fny; (q) 
^/l/A'a-^ifciy'lr) X^>"f- K ( spantide )j&><b =£• 



[00 29 ] ±ia^-ffi-C-iOffifflicif £ U^x-^n# 
-VlBMWIcfc LTfi. £*i<bteRS&&;h,4 iOT'Sr^ 
#\ (a) i-77y7^ l J/H«yXtL<lih7yx 
Sttfls. (b) 2-^u-)VT7V)VW<?)i/Xh L<«4I- 

yyxm&ifc. (c) 2-f*7xyr?y;^yx{ ) 

eDT'ii&V^. (a) tx^iy, (b) Ni-^^bX 
^Sy, (c) Ni -^f;l/h^fy'y, (d) hXfy 
>\ (e) S^V— ;H?/H:*>iL (f) N 3 -^;l-h 

xf-i/y. (g) srv— /HfflL (h) b^'>h^>5 
-rnb-^yi, fcit/UM S/y'nyTnt^yl 

[00 30] ^(TXtriSSi. <rfLi?>^RB^$nSfc<?5T5r 

jjiT«o«f, -t&fc^ (a) ry^T-y^y^m 
Brig; (c) r^^xy^^^BWiWWWifcli^- 

M; (d) ffitX^Syl; (e) ifC^MM; (f) #Xfn 
>f FSWtaaEK; (g) ^ffiWH^vStt^; (h) frSITO 
(i) ffiiSH^; (J)*'J^AiWa6; (k) ^S^H 
Mi fcit/d) 5-3jflill^l6&><9*4P*>i3aKr-h.4ai 

ftt «t o t ft »fiM4 fz izmmim *%m& tz 
\i^ffit&mz%mx'foh* 

[00 3 1 ] £tz^cr>^m\i, i*t^>(=K£SiiS 
T^v^v lilT^off. -r^r*?*>. ti/-{y 

3— ;K ^^^SKTnt/K^-iy, ^V^X;^ 
[00 32 ] § eda@HMKHjR<oie^> 

&m*m£ tzi±&mmfcftm ^m^mm-tt> ^z 
HMKMM&z&m-t&hnx'fot) . z\com^. ±tm 

W!^< 1 1 1 tt(W4L<(±Bft«ei3fi(a)fc:* 

[00 33 ] ±iaE^n a n ^fe lit . 7^ NffliaiMIl&SIJ 
«*?4L<(4, (a)iyX-T7n^->-K43t{4-5-0^ 
fttL< JittftMl ; (b) ^ n O^r y ; (c) ^ T ^ iy y ; 
(d)®Effi ; E^b 4- ;(e)i~h 0 ^A^-f t77r;(f) 
^A^-f ^/77;{g) NaVK^ATPaseWW] 
M;(h)^-*;(i)4-7S7b"'Jyy;(j)IhMg 
Effift; (k)ft^i4 8/8 0;(l)if P;Wxxb5y 
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)V\ (n) yvh^^fV; (o)^n-y>;(p)7P^ 

[0034] JJEEa&ftfcffiffl L a *jSff?£ £UJH»$ 
ftfcLTli. ifLfetRB£S*L4«>WC*v^ (a)T 
y * y / y^fHi»«iJffl ;(bK-^7h'l/t'J> 

^OtSiSJfliraiJ; (d)StX^ S (e) ffllJ; <f)# 

a> seme ; ( j) # u *? mxm ; (k) ^S^ll^ ; 

So 

[0035] iJEBHI^ffiffl L o 6 Jli*4fcUaSfHS 

-r f-/kX/W^ yh\ N-yf-/yb°n 
'J ^y7oe^3-;i/, \--?9J— /yi>4 

[0036] fl&aSflcWfctJWC, *yFJf^ KgggHg 

hMMSBS^j^^^ < t i> i na it/^m l a 

[0037] ±iaE^ffl^fttcfcv^T. MUEUKK 

nmmt t < «, (a) yx - -7 n^-vti !ti«-«o 

US* L < titftWKItt ; (b) 9 n y ; (c) 77 7°-?M / 
y ; (d) ESEBPE/Pb * ; (e) 7" t- U / 7 r ; (f ) * 

7ky <7A<gM' ^77r; (g) Na'/K^f AT PaseOjtpigJ 
M; (h) (i) 4 — 7*5 .7 b U y>;(j)fit h I g 
E^ft; (k)f^»4 8/8 0 ;(l)tf P ; («)XX h5y 
:j— )V\ (n) y7M?fy; (o)^n-y>;(p)7D^7 

[0038] ±K[SM«M?4 U^yx-^tfT? 

(b)2-Uo-;l'7? l J;H^yXt L<t4F 
7yxlift, (c)2-f^7iy7^'J;H(?)y7(, 
KtihyyxStt*. fciV'((i)ytf'n7n*-y 

HN^N hl> 



[00 39 ] IMSMmSMWiOM 4 L^x-Wtr 

(a)t7^*y, (WN'-^f/l/bXj'Sy, (c) 
Ni-yi^tX-fiyy. (d)bX^y'y. (eMS^'V 
-^tf/Hi'ySL (f)N3-^f;l/tXfy>, (gM 5 

±V(i)-f srVoi^rnbf^lfc&ta-frSfL*. jf± 
L<i4. ilEE^ffl^cMcfc^T, HMIHKiCBJW 

[0040] 4fc*»^fci*Uf, TWWf-4fcl4& 

ffl(D'j?%< 1 1> i «t«Bft#ta#-«-4 ; t . 

77 MHMffitMc^^K fc i> 1 mm 4 L<{4. jy 
X - -7 n 7? - > S?4 fz i± * OfflS* i L < i4fti«^ ; 
?DO^y;*7t'f yy^ltM^itbiJ^Af 
^77r ;*HVz/*7MJg4 *J?T iNa'/K'fAT 
P ase^ffl$IJSlJ ;^- + ;4-7Syb'iJy>;l)i;bM 
gEfit*;-fl:^)4 8/8 0 ;lfiP;X7 h 5 ^-;y; 
V?hX?fy;^a^yy;7nyy;fny;jif/Mfa 

[004 1 ] iiUf . ^JS«S^-?ni>^ 

«(4if4L<t4. /x->7n^nyiS47c{4^0«#: 
fc t < itVtmmm ; y* n n dp y ; * T-»M / y ; SESt IV 

r;Na t /K + « : ATPase«Wfffl;df--^;4-r5 
yt"yy>;Kt h IgEK*;^ft4 8/8 0;^M 
P;XXb7y^-;l/;yvb7^f7;^D-y>;7D 
yx^uy;%)W<a—;l--,i5j:Vx^y^}!frt>%:&Wt 

{4ffffl%»{4, gfgftim^a^. Jgj»SS«31!f%«t L 
< i4ilWyM4 fe{4iit t><r)\?t£^h ->X £\\ 
[0042] ^irfc. ii«y7-UCA( "Z-#c"47c 
{iZ-^n/^-yKi: i>«rf) th777-UCA( "E 
- #:" 4 fz i 4 E - *7 n 77 - y ^ h t «rt ) offiJS st«4T^ 

[^1] 



HN C0 2 H 

->A-UCA to 
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Ut2] 

HN^N 
CH 3 

2-77>7^y/l/l(3) 
[^3 ] 

C0 2 H 





COoH 



NH 



Ut5] 



■C0 2 H 



HN >:N 



txj^sy(6) 




2-^-Jf7j:yr^y/^ ( 7) 
Ut7] 




C0 2 H 



[-ft 8] 




CO^H 



[0043] 3(EffiB^(i. $HS¥WHtt0tfW*R?6L 



[0044] •ra*)^ s^^m^ 

«JflWI>7^£tMiiU fJETjScii, ±f2JjSt#<7)ii3k fc 
[0045] TD S«3tfms8f£±fcUaW»l£4Hi, 

[0046] JJEffifiiiSfctiVvC , ffJf»Mi4, 
ttfM*BtKJi Srft^-T £ i b tPC S 4 . 4 *0B^B 

tt^^a .apu fc ^ o t j: izmm tot. *$mcr>ft 

[0047] *SSHtfl!oT, h«lttiNS(»»St% 
4. SftS&ffffiftfti: LTJ4, £*i&telR5eS*iS«>e> 

K + ^ A T P ase (fz b t {ft- 'J f^)V V V)V i/)VW) <7)W 
MM;*--*; 4-7S7t!J i/y-Mt b I gEKfr; 

^^4 8/8 0 iftfPi^^yf Fwa-a-sfi*. 

[0048] UlliSli fcfc 

3 o o*ck l< (±^#iOT^ii*^*t-s . etff i l 

L < liftMBSrCfc 4 . i^Kc «> , i-X - </" cr # ~ y 
[0049] JgHW^C ffffl-T -5 &g WJM : M 

[0050] Z.<7i X o (c, *^4fffflftKa^f9UBSW 
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[00 5 1 ] ±^<0#n< . *SMBco*ffl=3rR»«fRW» 
lOOffCIt yX-UCA, ^^ISfttoBiWtafjS 
W*4 . iff 4 L V - U C A£»tis i: LTt±. 

yi^y^it/h^yxittft, 2-75WJ/1 
K^^xfciVh^yxMtt*, 2-tn-/kr? 'J/i- 

[0 0 5 2] m£M^(ifclifcS«)fc:tSVvr N 2- 
^■f-z^nxr— >-»(-ft:-&iHli2><?5h5y^Stt*(i. ^ 

U ■ E . £>c0 Tetrachemistryy( 2 1:35 

2 3 — 3 5 2 8. 1 9 8 3¥)<7)ie«£fl!oTSfi3i§ 

l^y, C. F. H. CO Organic Synthesis,, (vol . 20. 
55—56M. J. ^-fW. —a— 3-?. 1940 

L 3 £ . 2 - t a — A'T ? U ;l« W fc^Nj 4 ) <n i/ 
mX*% 1-7, K. CO J. Org. Chem. ,(46:2 

80 9. i98i^)#H£L b7>z.mmkit. 2-e 

n-;i^M^y7;ift H & f< >j iy>cofrt£T. ^ 

nyfi: yz^tyA- ( Knoevenagel ) ZblZ 
^ ^ y — /PtfO h5^-UCA^15 A/vg14M 

tt^^fii. 2-^7xyT?y^i&J3j;tJ f 3-^- 
t7i > 7*7 y /Ht (-ffc&l&j 7 is i V 8) <?) b 5 yxit 

[0 0 5 3] Jff*U^^-UCA«B»flKfti:LTti. 
ift^td^gSft&tcOT&V^'. hX^Sy, N 1 — 
^f/lhX^jy, N!-^f;lhXfy>, tXfy 
V . A S ^V-^ b;P b ygL N3-^f;|,t7.fy 

v . 5 yy— >vw& . b r y v 4 y 5 - to e^- > 
[0054] m&mzmm-hw^:^<^>mmi. m 



i 3 3r&ffi#W6Lft#ffilA^fc v >Tff it Lfcf-tttfT*: 
£y>. x T-^tW y. fo^yy, -f^M^y 

y(naltrexon, e). -)r)V7"97 -i y (nalbutaphine) . f$f. 
WtMWMifc^ ftbi.i£7°j.7°VJ)V7 I y(puprenorphi 
ne) . b Kn^l-^>-(hydroporphone)±5 JzXfl/tffoy T 

j -)vcom&Mm iz i o t m& Stf&rm 4 ft tc 

[00 5 5] astefcSMflis *HB£ itfJR, 

± a iv xm) ■, mmmts ± ^awes-^^ ; 

; mm$M : K«*3W (ft: t x t£T)V?'^r n - 
^^7Dfl-7-;K i>-(ketotifen)i3 
itfy-A'*?? U V) ;fitiMllim(3t t i.Jf ^n^f ^— b) ; 
K(t v ; IS 3 ol ; ; TJS±i6ffl ; Kb X 

^ 5 y^(ft tx.lf? uiv^y >i3 it/y'7 x y 

b h*7 5>-);13:2fe!E^(fti:i.(f^b7°C!7xy. 7n 
X 9 y ; JyW., 7 ;17t'7"n 7i> (f lurbiprof e 
n). y?n7it7? (diclofenac) . -fyh'^^yy, 
tn#^#A(piroxicam)i5 iW77n7a;y') jffiA" 

si«m ; mmmmmm ■, mmm ■, mmm\m ■, w > 
v y&mmm;^^±^m-Mmnmm;mmM; nun 
xismz&tsMif^m-M? v yimm-^mwrnftm 
M\**tyi- ymmw ;ry^^y-> >$m&mmm 

(ft 1 1 {f # 7° b 7° U ± i/S 7° V )V) . J])Vis7 
Aflil. <-^ii»f^(fti;x.(f^Hn-;P. ^ 
n— ;K 7o75 y □-/ifeiVY/l/y 7 n—>v) . 
iivTM^. KaifllJ±IS(ft t til ? n_y» *-fttr^ 

fi£5iS;ftiffiWSfffflM[fti:i.(i'7;l'7x^> ; '>. h U 
7/K7y'y, y\n^UK— /I-. ^tt>y (Xana 
x. gftffiS). 0 7' V*7M Librium. gftiffiH) . A>J 

72,(Vaiium. :*#SJ:tfjBH»)W: 5 ojfo. 

1^*^ ; mWM ; ^/P* y^ ; iWHSM ; ; BB&Stt 

@3B0f% ; HSiS*#ef^ffl3K ; tHHOHaHS ; Off* ; #:Sli 
Sffis J;V'A§)cMjam(ft t sLK-v+y Y—M&XXfim 

[0056] u&mzmmttzitmm-^&mimmm 

WR(±3&>^W57h ■ j(ojmm)im#. tds 
mm-tzfemmnbrnz . mA^comxizts v ^t^jss a 
[0057] 4ft*^Bj(±, zcox o %&mmmmmm 
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^4. &^M^W*BM^Nl3iJ|&&mttfflfc LT 

<:?-fy. 2-h°oUK>\ N-^f/l/tDUKy, N 

b7PT ;W ^ , t - 7' ? y i. V 5 u /^ig^- 

[00 58] £*x£><7)?iSiiiiKF'Jii. ^S^ITF^ 
tZ-9^f3"y -C4H»f-<6 i t #*T# l> [Ay - • 
B. W. CO Int'l. Conf. Controlled Release 
Bioact. Mater. ,(1 3:1 3 6. 19 86^);AiJ- 

■ B. W. CO J. Control ledRelease,( 6 : 8 5 . 1 
9 8 7^)#BS] o 

i . m&^mmffimcDnjjzm&im&zi&m-t&m 

MM. fcfci.ii'2-bny i'y, N-^^;i-b°o'j h'y 

3. ±^SI«gE#^^ttt-^Satt«L fcfciJfTo 
\fivy 7° V n ~)VH i. t/7o tvy ^ U 3 — /H- ;* W 
>W 

mmcoi&Mkzn&cDtz. mwmmmm 

[00 59] SM®ffM«®ffl:±MLfc#f£BJ«^ 

;s^jo^< 1 1> i «£. immmcD 1 sifctisa^ 

v*. ff4L^*M(:fcv^, KttiBfEMSrgffeifcfcfi 

{i. ilf'/f- H. E. hCO Crit. Rev. Ther. Drug 
Carrier Syst. ,(6:8 7—115. 1989^); 
fcit^U. S. SlfNo. 3598122, 35981 
23. 4286592. 4314557. 437945 

4. 4 559222. 4 5 7 3 9 9 5 tHJ^ilT ^ 

[0060] w&&5-mm& £tf*w%cr)Knmm*\cr> 

i ux) xmm- & i o izmst-t tzh &t # . 4 fc c: h 
izmmzti^w. wmy)V55i.if? o-^-^ts^m 
<DMm?fo^x%> t.w mzy^coTkmi-smz., mm 

Mb LT. tKJ3 J; 1 — 2 % (W/W) cofMYM (fc 
fc £.tf b Fo^yxf/i/t/in-xitlit Ko^S/y 
nb/l-b/l-n-x) £ S#-t-5> „ ASaWf^Rtt^VMi. 

-2%(w/w)<^y;M[3r'J(fcfc i-Jfrm-f K^HIIHL 

*--r»)£*L3s. ffl^^^ffl^^attii. ^-o 

Ij&frfc JSfftflCS J^fjfffl* fcJiflf i V 

[006 1 ] fl&COMttMfcfcVvt. *?£Bgc7)KM!®tf3PJ 



4. =w^fj& J j-t£. ±ia^a*fflv^g*Mffi. its 

S^FJtM^. &rt&tt^£^LTfi : 3 £fc#T'# 5„ 
[00 62 ] S^ffi^&ffcMcfc^T. %.WBfEM<7) 

^<khima, ^mmcom&^tmm^, ttziz 

#^S&^Wj««?!lfc LTii. ST. #51*11*14 
fcy«ftl£M^-gr2;fxl>. MSt LT. fc&^lim 
B#£. &^£MPScTlf~>TJ:^ 

[00 63 ] ±iZ£xcomffcmi,z$5\^x. %M&rm\<7> 

vfom. mmmcomm, t^ciotiiifiifct 
*r§*t6. *wncommtmftcr>mmte. s*f^ 
m^osei^s b § fit 

[0064] «fHe»(c± s^^t 

^mbMiA^ymmmcommm^ts . mmucom 

s f: -r £ ft^aai* ie w tf«t s im^m^n & 

[A. dfH-^», "©J19ljeftj«JiSfc:BB-^Sffcfir(v^ 
-fe;P • fyjj— ■ A yn—KVA -f>y h. — a— a — 
^. 1 9 9 1¥. #^3 7 0H<7)^3afcj;t>'4a. fcj: 
V'3 4HoH2)#ffg] o fcti.tr % Itffi Limi 

y^-ucAcom&mmcDM-&. &m^Mtm^. 
mmx$ . Tn^tt-sft^i^ii. i—5o ^g/cm^/ 
B#iic7)iEiatcj,i> c ic7)fi(i, fcfci.if^jw^. &m 

5— 2 5jj.z/ctf/mmx*foh« t^ox. atttto 

Ta)B3fL5 lot:. H*£>KW8ft3fl, ttilfyX 
- U C A^ft1^{±. KKMS^S'J^MSb'b ^;Hcfc(t 

[00 6 5] i^X-^n^-ylgcriMjt : y^-UCA 

•C#S 0 fcfc 15/X-UCAMI»*Stt 
■ftWfLT. 1 7 yxftj yX#;[;H«fi < I(:Sftt I. i 
fc S . ffiKfcipH 1 — 12 OMff . J5fM^ 

Los. AMMfc t-c . mmtz 

t Z.UA<) ffrfo 1 — 5mg/ml£9 b 5 >X- U C A (fc fc X. 
Hf . v-^'v -^S*/l- ^^N--^^^±A#^r 

[0066] 
«S^J1 
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a. h^yx-ucAmm 

[0067] B . isX-^Vft—>m.^cr>%M<&ftL 
±Mhyyx-\JCAMmz. MI3l3fy^-b;l' 

larcft-^Jt. IBIHfclSIBWiaifclf-yr^&BlO, ^7 

1 — 9>V2 000 ya-;l//cm 2 i, HUhf £lt 
i/X/\*7>X¥cl 0 : 3 0 <7)?§?t£f#& . £<59 
if yT/PSrliTR^tafs^x Mcjflufc. 
[0 0 68] Hfi&M2 

a. mm^m 

t d s >-x - u c A<o»»aKlifcjMPr& 4 . 

yX-UCAIl ±JSfM10«at«liWS). hyyx 
-UC A<7)$M($X— IJ#L -feyHHX^y^ ■ 



mm 



X • iJ7?f-f-A)*- pH7.2(CTU> 
JHfcK( P B S ) tWtS . 
[00 69 ] B . ftjfgBatfc^^oXr-^KSttftcwill 
IR 

UVSBfltLfcUCA<0 3«<0j8»*IWLfc. £T«if 
y7JKiyX-U C Afc J:t>'b 7 VX-UC ACDiI-3* 
T\ *«75 5—6 7%«W-UCAiS:*tLit. 3a<^) 

o . 5 mi ) =k % j£»M<9 F-f-^o&jfif yr/Wc 

3gL^^xj3j;V>^yxMtt#;«M&, Whplc 
}£T"fiiJS-ri>„ 3 5°C-C1 0 8lSIHcOiS««, F^-S 
tl^^UCA^lfe, ffiRfci&KfcU Jg*(0.5N 

^HPLCtMn. 

[00 70] UrT^fciVK-f— m<7)>>Xih£lfihy 

coi . o 5%, if >-t;w-iicoi . 4 8%. akxf^-yy° 

)V-U\<7)\ 5. 1 4%T$>-o-fc. 
[00 7 1 ] ^5yX-UCA^iJ;^/yX-UCAIi, 

X-UC Ac7)M^ri: t> s 0. 1 6 9^g/cmVB#r^*t 

avv^ijBaaKSjsufc. N^yx-fciiAyx-uc 

A0>fi£«3»WB4, if yrMKDl^ 1.08x( g/cm 
2 mm. ^ >7}VU\<7)%&2 6. 7 4jug/c«>/^ISrC» 

[fll ] 



^ 1 : AJffi&ttC! 








fyr;i/ 




Z-UCA 










I D 


(ing/ml) 


(X) 




(jug) 






i 


5.147 


67 


25 


2,318 


47 


92.85 


ii 


15.624 


55 


106 


7,001 


55 


91.67 


in 


36.148 


67 


2713 


13,897 


203 


93.02 



[00 72] TIE* 2 (C. b h^JS^MS UC Alftft 
«^^to h7^-UCAfe±t;S/X-UCAIl 

T/H^MttO. 1 7jLtg/cmVB*lffl(hrh ^TV^JVl 
l(7)^ffim± 1 . 0 8^g/cmVhr. fyr;HI I<7>£SE£ 
{i2 5. 7jug/cm2/hrT&oJt. UCA^)yX-fcJ:t/' 



?lJSc7)|+fl:fBc7)«Hrt (5—10 //g/cmVhr) at . 

[«2] 



i2 : izhm^mm&m^m^^^^^ymm^coif^^mm 



I D 
I 

II 
III 



( //g/cm 2 /hr) 
0.0987 
0.5825 
19.5648 



[0073] 



( /^g/cm 2 /hr ) 
0.0676 
0.4765 
7.2327 



(Z 



E) 



1.46 
1.22 
2.71 

UCA^ft?fi^Stt 



( //g/cm 2 /hr) 
0. 1690 
1.0839 
26.7138 



(13) 
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B A L B / c >> x Sr^f S-WMfls^'ff ft L&i ^ u- 

[0074] sm^ji 
a. m¥<7>tm 

Y 'J — hO<y-fe>XW^- MTNBS)<7)7%(w 
♦HllfWIiBALB/c^XUhWW 

>\ i 9 9 2^) **3»tasfW-4 i t mm t>Kh . 

JSffr^f^tt-S 9 . 5BALB/cV^X^tl^flcD 
3tft£, t/H-yT(Hillto P )M£fM.T, 3 5//gOT 
NBSSr^lj-r-S,^ 
[00 7 5] B . RjEc^jtB 

7 DD^tXTN CBXTthytf) "CM* LT „ ff 
m.3 : 



(mmXlQ3) (mmXlQ3 ) % 



je-ts. nm^m&mcomiLii, m x 10- 3 t w. mis 

£ , 2 OOMS. Ucft^Xfa-f^ h <7) (Student' 
s) 1 -f * h T"SW£ . %r?)V— T(i 5 E^-e^xSrW 

pH5.5-C2 4BSiaBa«L, 5H«fc3&5£2 0jul« 

1%TNCBT-$IML^. 

[0076] 

c. nrj(HKtffir«ia+^-ucA<?>*iis# 

fr®a<0*-&, PBS,pH5.5 4'«UVB|fUcUC 
A(HPLCMti "9s^7 0%fcj:U ; >7>'^3 0 
« 6 1 0 0 ju 1 £ , b;k h >y TSt A 

ft, ^v^-v7xcotAtf LfcJR»«9ftJJIfc:2 

4B$rBlMffi-ri»„ (XCV^JPBS, pH5.5tfJ« 
0.0 3 5%TNBS(w/v) 1 0 0 /i lT'^ft®^ 

MS£ 2 4^mff-o tztk, 6 0 0 0x<gC0UCA(6%i§ 
Jffil 0 Ojul, PBS S P H5. 5 + 6 0ng/nl)£, 35 

<j9io»<7)©*£. Tia*3tc^-r» 

[0077] 



=SrL(PBS,pH5.5) 

2<mm 

48B$Pb1 
TNBSc?)^.(35^g) 
24B#Ph1 
48B#P H f ! 



20.8+2.1 
15.8+3.6 

82.3+7.0 
58.3±10.0 



61.5 
42.5 



(PBS.pH5.5) 

m*8m<F)?t.) + 

TNBS(35/xg) 

24H*Pb1 40.3 
25.5 

m 

(PBS,pH5.5) 

TNBS(35x/g) 

24B#Pb1 49.8 
48Wfa1 34.6 
TNB St tl.jSfHuiO^X-UCA^lr© 



T , **t-?ft 6 8 %33 i £>' 7 7 %$m\CT> 2 4 Wfdfc £tf 
ft 5 3 %ij J: V 5 6 %wm\<n 2 4 B#HJ3o it/4 8 B#Pb15 



19.5 
9.7 



29.0 
18.8 



68.3 
77.2 



52.8 
55.8 



[0 0 78] D. fiSf^y^-^n^-yi 

[0079] 
C*4] 



(14) 
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mm 



3J¥ 
(mmXlQS) 



(mmXlQS ) 



mm 

% 



^L(PBS) 

TNBS<7V*(3.5rng) 

TNBS+ 

cis-UCA 200// g 
cis-UCA 600 jug 



19.3+6.4 
162.3+21.8 



140.2 



89.7 
52.0 



109.0+8 
71.3+16 

{ijpjifto 2 4 mmmz$mttz (n = 5 > . mj:?!:, 

3.5igTNBSCt4 ffltfei8fts£>St%l> 2 4 nfflRftO 
2 0 0/xgSvti±6 0 0 MSiOcis- U C ACOmMMzX 
*) . -eftm 3 6 % & ?zl± 6 3 %flMa3*NHf&&# { t> 
^^Sixfce c:ixfeco«SS* 1 ^, cis-uc Aj+frpfrJS 

[0080] E . cis- U C A<7)flfi<7)J£J?-j£ 



36.0 
63.0 



JJE<*>I&Rj&»S>. cis-UCAJ&SL 4fclicis-UCA 

ffl«*^MflJOHfrWcis- U S AOrtMW^^] £K 

[008 1 ] .lix^cD^IMSS^ . T1E^5 t3S*r. 
[115] 



Ma 



(mmXIO 3 ) 



(mmXlO 3 ) 



% 



^rt(PBS, P H5-6) 
24B#Pb1 12.4+3.7 
48B#PhT 4.0+1.7 
TNBS(35//g) 

24WPeB 83.0+7.9 
48B#P^ 47.6+4.9 
cis-UCA (200 jug) 
+ TNBS(35;Ug) 
24B§Pe3 48.8+4.2 
4mm 33.8 + 5.4 

ZCOiolZ, TNBS(3 5jLtg)tC±«ft|*a6f^)»« 
«2 4BtP a 1m)^2 0 0/tgc7)cis-UC AcD^?±ItCj; 
0. 2 0jul«l%TNCB£±4*dafflM=*tLT, 
4 8%& itX3 2%W9fl{iOSJ»a8jei§:* f t>5ttS^Jt. 
[0082] HJ6M4 

ffl:*fB»£{i, cis-UCA^ ftjfr?* MBttoK 
WK*<MR»fctt 3 i -5 T«M^ft^W$iJt-|> , 
RHiSfBW«^«rB^-S'Cft Sit £ JLft Ufc. ±izEo 

SlK, cis-UCAli;. Rj£tt<7) ft t ^-fb^WfitKWT N 

fz . ffiwsSSBfc: i; 9 . N^yx-UCA iip©JvStt*« 
Wil^!:**?^. i«H{i. cis-UCA^'SS 
^]&I»-7A1 afflflBflftBHSJPJT' $>&<OliZftL. trans - U 
C d TSrV* i: V * d £Slft993g(%& . 3ff|g& 

j6 : jgftfegft^ ? n o * y mm 

mm sj? 

(mmXlQS) 



70.6 
43.6 



36.4 
29.8 



48.4 
31.6 



[0083] m-ox. *mnz£tuK . m&m&>%m 

UBM^Jfc LT^ffl^S C^'y-y^<7) rskin Pharmac 
ol.j (2 : 7 7—85. 1 9 8 9^)#{f3] , TNBS 
t=J:4«f^t±J*<!0fti<il5M:Lft4. TNBStiS 
$k&WfeC02 4B#P H 1mrC 5WCO-?^X<r,^mz9uu 

* y ( 2 o o ^ g) saw*-* . - oiiis*^ , Tf an 

[0084] 
[*6] 



(mmXlQS) 



WW* 



=3rt(PB5) 



(15) 
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100.6+15.6 
160.8+28.1 



67.4 
93.8 



24B*Pb1 16.8+2.9 
imm 16.8+0.9 
TNBS(2.45mg) 

2mm 

48B*Ph1 
TNBS + 

(200ms) 
24B#PeB 

4mm 

%)l,z£&~??7X<7)ft&mm. fl*IM4 0-4 7 

[0085] mmm5 

h mmmmmmmMmmi t Lx^m-th t ^ ? 

(mmXlQ3) 



83.6 
144 



50.6 39.6 
77.0 46.5 

Lib dhc\h Ltz . £ eHWKB 

^^OtijyfMj^A [^HV^ r Proc. Natl. 
Acad. Sci. USAj (86:897 2 — 8 976, 1 98 

»Lfc. isa^Tia^7tc7Kt-» 

[0086] 
[IS7] 



SUSHIS 

(mmXlQ3) 



WW* 
% 



16.8+2.9 
16.8+0.9 

100.6 + 15.6 
160.8+28.1 



112.4 + 11.8 
185.2 + 16.1 



=5rb(PBS) 

24SHH 

48B#Pb1 
TNBS(2.45mg) 

24B^Pb1 

48 Wf^ 
TNBS + 

(20//g) 

24mm 
4mm 

+ h 'J 2 0 jug)«rt&^ttS»*f|s*WMTS 
0#Hlli, ttllKSfft&gttl 4-1 7%itt*:*Si»3-fr 

(+, y^nX^yyA, FK 5 0 6, & ±^rJ/l^rJ.X 
[0 0 87] 

^fcfcfr«cis-UCAcOfiJai!fflS&S: :*p4t5 43 r 

otc^O, 2 4BMHtttel±. S^StSJfcOTWI^- 

SJMRHIBHSKbfc. £«0&i»WfctJivc. *-*/H»£- 
i(tF n^f y7P bVP^ f-zHr/t-n— X) tf O 2 %cis 
-UCASrj^ffi^:Jf^2 — 3cm2fI^rM^LT, 5MB 
fcfr-sfc. Mff3co«^, ItaiERJfiOH^ffiiaWfc. cis 



83.6 
144 



95.6 +14.1 
168.4 +17.0 

- U C A £ m^fzm t b b* n^r y/n bV^ fvHr/t-n 

-bfc. 

[ 0 0 8 8 ] m 1 BfflBlttfc:. cis-UC AtffllLfc^ 

nmyjiT^wLfz&mmmzmm& t>ti%&r> tz . 

gEffiJS, 5M*SbT#<^-5tV^^ cis-UCA^B 
OtJrtKLT, *W*tiS<&ofc. cis-UC Alt. ig 

fflt Lx^mx*$>& t^dmmzmLtz* z&mmz 

tt, »4b<(4, #&0. 1~1 O&tfteis-UCAifctt 
^ammW* ^r*^ 4 EBW t»» b 3 * t h ^ Mm 
^X'foh* 

[0 089] mmmi 



(16) 
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A^fiT^-yf- 

«5t 



PVC l/>>> 

?i^-?.x^>-(Sft) 

cis-UC A 

B£H> — XWS;— (release lever) ^ 
^^mti>, K^X-MSm* 3 0 0' FT-3 Ofj-falH 
-fttfLtfx 5mll¥^ll*vh U ?x;t>y i-£B&? 

[0090] ±IB2ie^<50^L-V^^y<7)t b^Jt'V 

commco^ yb' b n^x b J; o . WIEi^i{i|BI8Hc?i 

sir-s ; t mm t-,tih . ±isk^j^ t b mp^^is 

)f ^2 4B#P B 1^^-5TM^I> t , ffi^-ifel 1 tiffin 

2 J: >)m«mz±$%MWLts £V/ttzimft$:i>Jzb 

m.9 



pvc isiSy 
I SDN(^iJ) 

*w 

cis-UC A 

[0 0 92] ^yb'bnsob h&JtfciiftftaBMtftSr 
i: . * W yWcojfMi I s d N^fjtiSJRS: 

M«»#«fly»tc2 4ieiat:*)feoT«<. 

*^<^«yf-l, fcit^W >-Ktcis-UCA«M 
f±#£ & V V N° -y <f- 2 J ± . ggJttt&]Mafc& i. V s V& fz ttjfi 

[0093] mmms 

a. i/x-vux-ymnmm 

3tM'|4'ft:L7ttrans-UCA(cis/transJ:b=7 0 : 3 0 

i l < ii*nja±. mm\ 1 ^istt^v tsit) coa» 

£^ ^x>y?.X(Dowex) 1 -X8 (b'^-5 b*)£fSs6, 

1 2 5 MBfST^-^ATftTO: 
Lfc-f n? b ^5 7 5 Afc^S*** . 

0.050 M«f«TffiV«fc LfcfiL 0 . 0 
5 OMg^fgT^-^A^DioJlt/O. 5M<7)|sJjg#>£> 
=5: S 4 1 JB««iMlfljE"Cc i s - u c A * mm? 6 . c 1 s 
-UCA^ffl**. uv— $ttfcJEBEH"CR5£U HP 



*TIE*8fcjS"$-. 

1 2 

59 58 

37 36 

4 4 

0 2 

[0091] b . mmmmmco^uA ywwwpftm* 

m±? h c i s - U C A #W t .y f- 

>f V V^b* b Is— b P"— b ( I SDN)Ite±^l/^f 
ft £ , **&<JtC±IE^ l/VXfW\- -y *<a*£ fc fttttC 

LZMW:?&> ***»4E^*l~3iO«ffifc, TiB*i9 
[*9] 



1 


(SO 
2 


3 


55 


51 


50 


35 


31 


30 


10 


10 


10 


0 


2 


2 


0 


0 


2 



LCtII2t^ 0 X^r— ;HWS<50^:46. 51<7)trans-U 

cA3tRttfl^*aai^T»»r*. »** 1 . 2 

51*7)0. 0 1 2 SMSfflJT^-^AJBWWtcaffllL, 
(P- Di3J:?>'3S'M#l^HgAVl'7"Srffii.feFrac-2 0 

[0 0 94] B. 7n*-yl«?II 
cis- U C Am&ttM&mt ^(icis-U CA^mW.^ , 

=t *)^^m.t fziiT 0 3- b -camrr s . 

f-8 0°CtCT 1 . 5B#I§L tfciiJL-b-yy°(Unito P ) 
^(A-- J-X)4>T--4 0°CtT6— 8^<S|g-rS, W 

JSSr 7 2 I^BIt:*)«: 9 - 4 0 *Ctf»£> 1 5 °C^#-Q t±# 
flfcftfc, 4 8^HSt*)!t •? 1 5°C*^3 5°C(C±#-TS 

nut uf> . b >y rcim ^atHKflM^arc^ ^ 



(17) 
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[0095] 

A. iftKUCAtiSBALB/c^^XcO^ffllM 
BALB/c V^XCOltS5&J*cOtAtf£-e9i¥i: U 2 

8<JOtei5fcPtMii)S:^*-r.SO. 2ml <J0t Ka^f^T 

tz&mn&commzmm l , i^e* t ^ b - y 

A-tS„ RMtStmfcLT. 0.2ml cot Pn 

c? t7I^ -f-zl-fe ;|/o-x(HPMC) T^MMST® 

a l , K^/WMMHa 1 1 ;k h * tm-c* a— § . § 

IBS. t/H- vTSSrEWU g^r^yy 

A.1 0/xim%DNC B/T-fe h>-£ 1 [mI^TIjLT® 
f£U 8CVvC5H«(C, =SStf>WHr^2 0julc01% 
DNCB/T-feby*«HltMffiLT. StBSttffiRjBfc 
"ftsS-frtft*. R3K»[<0 2 4^ia*Jj:tf4 

mm si? ss#in 

(mmXlQ 3 ) (mmXlQ 3 ) 



[00 96 ] B . &ffi»tt!£f£ 

u c A/y;m^ftT«« L , Kv^SSffitgfW 

vnKffl ( u c a commm.T^&m\ Liz ) v fj^^mn 

C01%DNCB5rM^LT, mrtJSf^LJtV^X^Si® 
U £ff^2 0jul<?)l«DNCB*»*fC*fafcL. 

2 4 iwai»K?ff*ar^-* . 

[00 97] C . SIR 

1. ffS^x-^a^-yfgcom^M^iS^SWSiJ 
a. 2 4B$|grft&KIM 

HtrM*C=0fc^. 2.5%HPMCt"/KE4M PRE 
M)tfC«JtLJtUCA2rX^y-;P7 5%/tR2 5% 
»£WtC*iI?Lfcfctf>. 0%UCA/HPMC 
y/K7U 0 0;cxl£. ^8—1 OSIPJJcOBALB/c 

m z ww- 1 , ±sss^&Mnmz 1 o u 1 <o 1 % d n c 
B/r-tbysr^iTrs. jwattJ^wttB^fljgii, ± 
aicoiiDT-$>i>o 

[0098] l%UCA^j;t/5%UCA^';PC024B# 
[HI 0] 



WW* 
% 



%-UHPMC ) 

24B#PJ! 244 

72B#Ph1 241 

DNCBCO^(100/ig) 

24B$Pb1 332 

72B$PbT 313 



± 



8 
4 

21 

32 



88.8 
72.0 



2mg(120 (HPMC ) 

(lu^D+DNCBdoo^g) 

24BIIS 270 
72B§Pb1 288 



16 

23 



26 
48 



71 

33 



10mg(5%)(HPMC ) 
(lu^S)+DNCB(100xig) 
24«fH! 261 ± 15 

TZtifffl 270 ± 15 

1 % U C A ¥)V<7)i%r& . mm.CTi 2 4 B$P^fe i. If A 8 B#Pe3 

M^tLfc. 5%UCAy/W*&, f[|^C0 2 4B#raj3j; 
t/4 8 ^Bf»fc'til'?*L, 8 0 %j& klf 5 9 %jfp$IJC0S 



18 80 
30 59 
[00 99] b . ftHftlM 

lOC0Hltt-t3V>T. 5%UCA^/1J, 1%DNCB 
fcSNtjriH^S!& 1 , &M^l%DNCBt iSJiiffc 7 ) 
Hate 2 4 ftlBMtiitt-S . «Sfr* yrtS^WfcT 2 4 i^n 
fe*S:Tia*l lfcia^". 



(18) 



«I¥7-2670 



[*1 1] 



(mmXlQ3) 



mm 
(mmXlQ3) 



3rL(HPMC ) 
n = 5 

24B#Pal 238 ± 9 

AmrS 230 ± 9 

DNCB (100 jug) CO 
n = 7 

2mfS 292 ± 13 

ASmrS 291 ± 20 

(UCA 10mg+ 
DNCB 100 jug) 
n = 8 

2Amm 277 ± 27 

48BtP H l 273 ± 23 

=5r L (HPME ) 
48H*IH 
n = 5 

24B#ra 230 ± 4 

4Sff#P H 1 251 ± 9 

(UCA 10mg)+ 
DNCB (100^ g) 
n = 6 

24B§ra 260 ± 19 

48BSH 259 ± 12 

[oioo] mmm^24mmmz, h^t^v^v 

*fU 2 4«rHlffil5MLfcv^{4. W*0> 2 4 BSIStS 
±V4 8«Hai»t*#iWL. 5 2%fcJ:tf6 9%fflTO<Z> 

C. 5B#^2 4WS^t?MS 

gtl 2 : yX-^n*-yS(:j;S 



55 
60 



39 
43 



28 
29 



29 52 
20 69 

W24 mmm & . Ties i 2 . 

[0101] 
[*1 2] 



mm 



Mm 

(mmXlQ3 ) 



(tllTII 1Q :: ) 



^L(HPMC ) 
n = 6 

2mPS 237 ± 8 

236 ± 15 

DNCB 100 //g) 
55#P H l|ff®a 
n = 8 

24mm 320 ± 34 

AmfS 299 ± 30 

DNCBCO^(lOOjLeg) 



83 
63 



(19) 
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n = 8 

48BtP H T 

(UCA 15mg)+ 
DNCB(100//g) 
n = 8 
24ff#P H T 

(UCA 15mg)+ 
DNCB(lOO^g) 
n = 8 

2Amrs 



353 
316 



30 
33 



285 
284 



27 
20 



288 
276 



25 
14 



4ISa. M«^2 4lSHt5j:tX4 8«pRI«<0 

JWJ^^ft^l 5 9 %*5 i V 5 4 % teJt^TflfcfiT V * 

[0102] 2 . S^X-^o*-y»ttft!»ttcOl«B 

BALB/c7W(N = 8)CSL, tAJf**0»fcL 
mi3_ : i/X 



116 



42 
42 



46 
27 



47 
36 



59 
54 



tzmm&m mm d^i%uca/hpmc^m^ 

5%UCA/HPMCf/K'mSL, 5Bf*^*FS£ 

wtt& o ucamv^xj, *iofciea*<ft 

»+*)R£««£ D N C B TBJBff t . 5 Bf*fc£S£ 
BSBkU M«^2 4«fflatiH:ff*i!l!^r5. -^H 

lass*, riaai 3tst 0 

[0103] 
[Hi 3] 



MB SJS JFISH JTOP 

(mmXlQS) (mmXlQ3 ) %_ 

3rL(HPMC ) 
(B -1) 
24ff#P H l 
DNCBCO^(lOO^g) 
(B 22) 

24mm 



256 



401 ± 47 



145 



2mg(HPMC ) 
(B -D+DNCB 
(lOOjugXB 22) 
24ff#P H l 



327 ± 60 



70 



51 



10mg(HPMC ) 

(B -D+DNCB 

(lOOjugXH 22) 

24B#Pal 334 ± 17 

i^i'St:. i%ucA^*58LfcWii5 1% 
»j^sraj£^^*-r^\ 5 %u c a Lfc 

^X(±4 2%P$lJ^5»re§^*U^ 0 
[0104] SSftffl 1 0 



84 42 



(20) 
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tit. wx-xm£<mmwt&mttt&8&bL 

b*(MS0 4 +ctrl)£llI*.«. *^B<^) 
tgifi( S CM -ctrl) Xfo h . tgJfit i/X-^n^-yi 

[0105] «IB5ft»«^3^^»^*l4»«Dfrtt, 
8 8+1 2^-9-4 ^-X^ttV^MHSa/mm^Sr^L 
fc. ^iS^b*T«L^14M^ 1M*-*B 
'ffiM>^«5r 0 HBfciSfut: (37 + 15). * 1 jug/ 
ml 1 0 jug/ml -C*5SIUifiJ»fc » ZtL^'tl 2 2 ± 

2 0^«±2 0±1 OW^f ^-Xl^fivx 

[0106] vxtnmv^mz^xwLKmwL*: 

[HI ] 



120-1 




MS04+ Ctrl SCM = Ctrl ^4=1 "9 flt^lOug 



(5D int. a. 5 mwm jf?mmn fi kw*^«fjt 

A6 1K 31/22 ADA 9454-4C 

31/34 9454 -4C 

31/38 9454 -4 C 

31/40 9454 - 4C 

31/415 9454 - 4C 

31/44 9454 - 4C 

31/485 9454 - 4C 

31/49 9454 - 4 C 

31/565 9454 - 4C 
38/00 



[HI] HJfiMl 0«yX-^n*^yStJ;S7X 



(2 1) 
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38/04 

39/395 Y 9284 - 4C 

(72) T 5? A ■ * Y - 



